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carvedilol from 4-hydroxycarbazole, 

epichlorohydrin, and 2- ( 2-methoxyphenoxy ) ethylamine . 

Suri, San jay; Kashyap, Tapan 

Morepen Laboratories Limited, India 

PCT Int. Appl., 21pp. 

CODEN: PIXXD2 

Patent 
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PATENT NO. 



APPLICATION NO. 



WO 2008038301 




Al 




2008 


0403 




WO 2007- 


■iN3e 


!9 




20070905 
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, BG, 


BH, 
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CO, 


CR, 
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DM, 


, DO, 
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EE, 


EG, 
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GB, 


GD, 


GE, 
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GM, 


GT, 
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HR, 
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, KE, KG, 
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KR, 


KZ, 


LA, 


LC, 


LK, 
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MA, 


, MD, ME, 
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MK, 
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MZ, 
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NG, 


, NI, 


NO, 
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OM, 


PG, 


r PH, PL, 




PT, 


RO, 


RS, 
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SD, 


SE, 


SG, 
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, SL, 


SM, 
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SY, 


TJ, 


, TM, TN, 




TR, 
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TZ, 
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UG, 
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UZ, 
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VN, 


r ZA, 
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ZW 
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AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


r ES, 


FI, 


FR, 


GB, 


GR, 


, HU, IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MT, 


NL, 


PL, 


r PT, 


RO, 


SE, 


SI, 


SK, 


r TR, BF, 




BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


r ML, 


MR, 


NE, 


SN, 


TD, 


, TG, BW, 




GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


r SZ, 


TZ, 


UG, 


ZM, 


ZW, 


, AM, AZ, 




BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















IN 2006DE01 


711 




A 




2008 


0404 




IN 2006- 


■DE1711 




20060926 


PRIORITY APPLN. 


INFO 














IN 2006- 


■DE1711 




A 20060926 



OTHER SOURCE (S) : 



CASREACT 148:403079 
Carvedilol (I) was prepared by reaction of 4-hydroxycarbazole w. 
epichlorohydrin in an organic solvent in the presence of 
base, isolation of the intermediate 4- (2, 3-epoxypropoxy) carbazo 
solid cake and reaction of this with 2- (2-methoxyphenoxy) ethylai 
organic solvent. The crude I is converted to pure product 

either through solvent crystallization (without salt formation) or through salt 
formation followed by salt cleavage and solvent crystallization 



REFERENCE COUNT: 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2005:1288806 HCAPLUS 
144:22811 

A novel process for the preparation 

of 1- ( 9H-carbazol-4-yloxy ) -3- [ [2- (-methoxyphenoxy) - 

ethyl] amino] -propan-2-ol (carvedilol) 

Tarur, Venkatasubramanian Radhakrishnan; Sathe, 

Dhananjay Govind; Kulkarni, Swapnil Jayant 

USV Limited, India 

PCT Int. Appl., 14 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 
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20051208 
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IN139 




20050503 
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200511591 
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20060119 
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BR, 


BW, 


BY, 


BZ, 


CA, CH, 
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OR, 
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DE, 
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DZ, 
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GE, 
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GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KP, 


KR, KZ, 




LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, NA, 




NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SO, 


SD, 


SE, 


SG, 


SK, SL, 




SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc. 


VN, 


YU, ZA, 




ZM, 


ZW 






























RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, PT, 




RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


OF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, ML, 




MR, 


NE, 


SN, 


TD, 


TG 






















IN 


2004MU00479 




A 




2006 


0616 




IN 2004- 


MU479 




20040422 


US 


20070191456 




Al 




20070816 




US 2006- 


568732 




20061227 



PRIORITY APPLN. INFO.: IN 2004-MU479 A 20040422 

WO 2005-IN139 W 20050503 

OTHER SOURCE (S): CASREACT 144:22811 

GI 




This invention disclosed a novel process for preparation of 
carvedilol (I) in high purity by using eco friendly solvents. The 
process comprised reacting 4-hydroxycarbazole with epichlorhydrin in 
presence of an organic solvent and a base at temps, 
between 10° and 30°, and then reacting the resultant 
4- (2, 3-epoxypropoxy) carbazole with a salt of 2-(2- 

methoxyphenoxy ) ethylamine, preferably the hydrochloride salt, in presence 
of a base and a hydroxylic solvent at temps, between 30° and 
90° . 
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2004:1154673 HCAPLUS 
142:93675 

A process for preparation of 

1- [9H-carbazol-4-yloxy] -3- [ [2- (2- 

methoxyphenoxy) ethyl] amino] propan-2-ol 

Chhabada, Vijay Chhangamal; Rehani, Rajeev Budhdev; 

Thennati, Rajamannar 

Sun Pharmaceutical Industries Limited, India 

PCT Int. Appl., 27 pp. 

CODEN: PIXXD2 

Patent 

English 
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PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2004113296 




Al 




20041229 




WO 


2004- 


■IN52 








20040304 
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CR, 
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ES, 
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GE, 


GH, 


GM, 
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IL, 
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KE, 
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KP, 


KR 
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LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG 


, MK, 


MN, 


MW, 


MX, 


MZ 
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NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU 


, sc. 


SD, 


SE, 


SG, 


SK 


, SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US 


, uz. 


vc. 


VN, 


YU, 


ZA 


, ZM, ZW 


RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL 


, sz. 


TZ, 


UG, 


ZM, 


ZW 


, AM, AZ, 




BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE 


, BG, 


CH, 


CY, 


CZ, 


DE 


, DK, EE, 




ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU 


, MC, 


NL, 


PL, 


PT, 


RO, SE, SI, 




SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA 


, GN, 


GQ, 


GW, 


ML, 


MR 


, NE, SN, 




TD, 


TG 




























IN 2003MU00647 




A 




20050211 




IN 


2003- 


•MU647 






20030620 


US 20060270 


858 




Al 




20061130 




US 


2005- 


■553957 






20051019 


PRIORITY APPLN. 


INFO 














IN 


2003- 


■MU647 




A 


20030620 




















IN 


2003- 


■MU721 




A 


20030717 




















WO 


2004- 


■IN52 






W 


20040304 


OTHER SOURCE (S) : 






CASREACT 142:93675; 


: MARPAT 


142: 


93675 







* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention provides a process for preparation of 

1- [9H-carbazol-4-yloxy] -3- [ [2- ( 2-methoxyphenoxy ) ethyl] amino] -propan-2-ol 
(I) in racemic form or in the form of optically active R or S enantiomer 
or its pharmaceutically acceptable salt, comprising, reacting 
4- (oxiranylmethoxy) -9H-carbazole (II) or the R or S enantiomer thereof 
with a compound of formula (III) (wherein Rl = benzyl or substituted 
benzyl), in an aprotic organic solvent in presence of a 

catalyst to obtain a compound of formula (IV) (wherein Rl is as defined 
above), or the R or S enantiomer thereof. The resultant compound IV is 
subjected to debenzylation reaction by catalytic hydrogenation to obtain 
the compound I, if desired converting the resultant compound I to a 

pharmaceutically acceptable salt thereof. Thus, to 400 mL EtOAc, 70 g 
(0.27 mol) anhydrous N- [2- [2- (methoxy)phenoxy] ethyl] benzylamine, 10.25 g 
(0.075 mol) anhydrous ZnC12, and 50 g (0.21 mol) 4- (oxiranylmethoxy) -9H- 
carbazole were added and the reaction mixture was heated to 70-75° 
for 3 h (TLC control for checking conversion to N-benzylcarvedilol ) , 
cooled to ambient temperature, and quenched into 100 mL 12-15% aqueous NH3 . 
The aqueous 

layer was separated, and the product enriched organic layer was washed with 

water 

till neutral Ph, treated with charcoal, and filtered. To this solution of 
N-benzyl carvedilol in EtOAc, 7 g wet 5% Pd/C catalyst (50% 
moisture content) was added and the reaction mixture was hydrogenated at 
3.5-4.5 Kg/cm2 at temperature 60-70° for a period of about 10 h and 
filtered. The filtrate was concentrated to remove EtOAc. To the resultant 
syrupy mass n-butanol (100 mL) was added and the solution was stirred for 
.apprx.lO h. The crystals were separated by filtration, washed successively 
with n-butanol (50 mL) and toluene (50 mL) to obtain carvedilol 
(47 g) which was recrystd. from 3 vols. EtOAc to obtain carvedilol 
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(42 g) . 
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2004:927171 HCAPLUS 
141:395415 

Process for the preparation of 
crystalline carvedilol form-II 

Raman janeyulu, Gorantla Seeta; Kumar, Indukuri Venkata 

Sunil; Rao, Ketavarapu Narasimha; Kishore, Jammula 

Vera Venkata Krishna 

Matrix Laboratories Ltd., India 

PCT Int. Appl., 18 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



2004094378 




Al 




20041104 




WO 2004- 


IN104 




20040416 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, BW, 


BY, 


BZ 


, CA, CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, EG, 


ES, 


FI 


, GB, GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 
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BJ, 


CF, 


CG, 
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CM, 


GA, 


GN, 
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, NE, SN, 


TD, 
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2003MA00328 




A 




20070518 




IN 2003- 


MA32 8 




20030421 


1615888 






Al 




20060118 




EP 2004- 


727971 




20040416 


R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, LU, 


NL, 


SE, 


, MC, PT, 


IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, CZ, 


EE, 


HU, 


, PL, SK, 


20070055069 




Al 




20070308 




US 2005- 


552843 




20051012 



PRIORITY APPLN. INFO.: 



20030421 
20040416 



HR 

20051012 

IN 2003-MA328 
WO 2004-IN104 
OTHER SOURCE(S): CASREACT 141:395415 

AB The present invention provides a cost-effective, industrially feasible 

process for the manufacture of crystalline carvedilol form-II using novel 
carvedilol salts comprising a step of reacting 

4- ( 2 , 3-epoxypropoxy ) carbazole with 2- ( 2-methoxyphenoxy ) ethylamine followed 
by acidification with mineral acid in presence of an organic 
solvent to yield acid addition salts, (e.g. carvedilol 
oxalate), treatment of the said salts with base(s) in presence of 
organic solvent (s), water, and isolation from the 
organic solvent (s) followed by crystallization from Et acetate. 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Carvedilol compositions 
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Srinivas; Reddy, Kasaraddy Padmaja 
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PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 20080831 


30 




A2 
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TD, 


TG, BW, 


GH, 


GM, 


KE, 
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TZ, 


UG, 


ZM, 


ZW, 
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BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















PRIORITY APPLN. 


INFO 














IN 21 


D06- 


■CH2424 




A 20051226 



US 2007-894712P P 20070314 

IN 2007-CH1279 A 20070620 

AB Amorphous carvedilol or its pharmaceutically acceptable 
salts, their processes of preparation and 

pharmaceutical compns. An aspect of the invention relates to amorphous 
carvedilol phosphate, processes of preparation, and 
its pharmaceutical compns. 
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INVENTOR (S) : 
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SOURCE : 
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PATENT INFORMATION: 



2008:639197 HCAPLUS 
148:593035 

Programmable drug delivery technology 

Singh, Amarjit; Singh, Sarabjit; Puthli, Shivanand; 

Tandale, Rajendra 

Panacea Biotec Limited, India 

PCT Int. Appl., 50pp. 

CODEN: PIXXD2 

Patent 
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PATENT NO. KIND DATE APPLICATION NO. 



WO 2008062440 A2 20080529 WO 2007-IN392 20070903 
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LV, 
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SE, 
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TR, 
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NE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




















M. 


INFO 














IN 2006- 


MU1411 




A 20060904 



AB The present invention is concerned with a system for spatially and 

temporally programmable delivery of an active agent. When administered 
orally, the system can be retained in the gastric region for a prolonged 
period of time. It comprises a core, one or more layers coated over the 
core and a preformed hollow space. The invention also concerns with a 
process for preparation of the system and a method for 
treating/preventing diseases, by administering to a subject in need 
thereof, the system of the invention. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2007:963587 HCAPLUS 

147:308201 

Novel buccoadhesive compositions 

and a sugar and process of 

preparation thereof 

Jain, Rajesh; Jindal, Kour Chand; 

Kumar 

Panacea Biotec Ltd., India 

PCT Int. Appl., 45pp. 

CODEN: PIXXD2 

Patent 

English 



comprising a polymer 



Devarajan, Sampath 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2007096906 




A2 




20070830 




WO 2007- 


-IN74 






20070223 


WO 2007096906 




A3 




20071018 


















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


, CA, CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 
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, GB, GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 
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, KM, KN, 
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KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


, MG, MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


, PT, RO, 


RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SV, 


SY, 


TJ, 


TM, 


TN, 


, TR, TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


ZW 












RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


, HU, IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


, BF, BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


, BW, GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


, AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AP, 


EA, 


EP, 


OA 












PRIORITY APPLN. 


INFO. : 












IN 2006- 


-DE512 




A 20060227 



Novel buccoadhesive compns. comprising at least one bioactive agent (s), a- 
least one bioadhesive polymer (s), at least one water soluble sugar 
component (s) and at least one binder (s), optionally with other excipients 



07/16/2008 



Page 11 



10552843 



are provided, wherein the said composition has improved cohesiveness, enhanced 

intactness and improved adhesion at the desired site of the mucosa for 

substantially longer duration and releases the bioactive agent (s) in a 
sustained manner in the oral cavity for extended time period. The composition 
releases the bioactive agent ( s ) in the oral cavity such that the bioactive 
agent is absorbed through the mucosal tissues of the oral cavity thereby 
bypassing the hepatic metabolism and resulting in increased bioavailability. 
The bioactive agent (s) is a pharmaceutically active agent (s) or a 
nutritional supplement ( s ) or a food product (s), or combinations thereof. 
Also provided is a process of preparation of such novel 

compns. comprising steps of (i) mixing the bioactive agent (s) or bioactive 
agent (s) complexed with cyclodextrin with filler (s); buccoadhesive 
polymer (s), binder (s), sweetener ( s ) , sugar, color and flavor, optionally 
with other excipients, (ii) mixing the contents in step (i) with one part 
of lubricant (s) and roller compacting the blend to obtain compacts, (iii) 
crushing the compacts/slugs and passing the compacts through suitable 
sieve to obtain granules, (iv) mixing the granules with the remaining part 
of lubricant (s) optionally with other excipients, and (v) optionally 
compressing the blend of step (iv) into a suitable compressed dosage form. 
Thus, a tablet was prepared containing ondansetron/hydroxypropyl 
p-cyclodextrin complex 24.36 mg (equivalent to 8 mg of ondansetron base), 
sodium CM-cellulose (Blanose 7H4XF) 15.00 mg, Plasdone S 630 5.00 mg, 
maltodextrin 10.00 mg, sucrose 13.16 mg, aspartame 1.00 mg, sodium stearyl 
fumarate 0.70 mg. Lake of erythrosine 0.07 mg, and strawberry flavor 0.70 
mg. 

L5 ANSWER 4 OF 9 HCAPLUS COPYRIGHT 2008 ACS on STN 
ACCESSION NUMBER: 2007:770875 HCAPLUS 

DOCUMENT NUMBER: 148:545974 

TITLE: A novel cost effective process for production of 

carvedilol phosphate 
INVENTOR(S) : Shankar, Sanganbhatla; Pandurang, Suryavanshi 

Jitendra; Sayyed, Zahid Alam 
PATENT ASSIGNEE(S): Wanbury Limited, India 

SOURCE: Indian Pat. Appl . , 13pp. 

CODEN: INXXBQ 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



IN 2007MU00929 A 20070706 IN 2007-MU929 20070517 

PRIORITY APPLN. INFO.: IN2007-MU929 20070517 

AB A novel cost effective process for the synthesis of phosphate 
salts of 1- (9H-carbazol-4yloxy) -3- [ [2- (2-methoxyphenoxy) ethyl] 
amino] -propan-2-ol, (carvedilol phosphate) of formula (II) with 
high yields and purity is disclosed. More particularly, the invention 
discloses a process of preparation of crystalline phosphate 
salts of carvedilol using various phosphonation reagents 

such as phosphorous pentoxide, polyphosphor ic acid, Dipotassium hydrogen 
phosphate. Ammonium Dihydrogen ortho phosphate, and Sodium Dihydrogen 
ortho phosphate in solvents selected from Acetonitrile, acetone and THF. 
The solvents used to prepare solvates of carvedilol dihydrogen 
phosphate are methanol, ethanol and iso-Pr ale. 
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2004:927171 HCAPLUS 
141 :395415 

Process for the preparation of 
crystalline carvedilol form-II 

Raman janeyulu, Gorantla Seeta; Kumar, Indukuri Venkata 

Sunil; Rao, Ketavarapu Narasimha; Kishore, Jammula 

Vera Venkata Krishna 

Matrix Laboratories Ltd., India 

PCT Int. Appl., 18 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



2004094378 




Al 




20041104 




WO 2004- 


■IN104 




20040416 
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SK, SL, SY, 
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UZ, 
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VN, 


YU, 


ZA, ZM, ZW 


RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SO, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, DK, EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, SE, SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, NE, SN, 


TO, 


TG 


























2003MA00328 




A 




20070518 




IN 2003- 


■MA32 


8 




20030421 


1615888 






Al 




20060118 




EP 2004- 


■727971 




20040416 


R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 


IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


HU, PL, SK, 


20070055069 




Al 




20070308 




US 2005- 


•5528 


43 




20051012 



PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



20030421 
20040416 



HR 

3 20051012 

IN 2003-MA328 
WO 2004-IN104 

CASREACT 141:395415 
AB The present invention provides a cost-effective, industrially feasible 

process for the manufacture of crystalline carvedilol form-II using novel 
carvedilol salts comprising a step of reacting 

4- ( 2 , 3-epoxypropoxy ) carbazole with 2- (2-methoxyphenoxy) ethylamine followed 
by acidification with mineral acid in presence of an organic solvent to yie 
acid addition salts, (e.g. carvedilol oxalate), treatment 
of the said salts with base(s) in presence of organic solvent (s), 
water, and isolation from the organic solvent (s) followed by crystallizatio, 
from Et 

acetate. 
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CR, 
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DE, 
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DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 
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LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 
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MX, 


MZ, 


NI, 


NO, 
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PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 
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TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz. 


VC, 


VN, 


YU, 


ZA, 
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SL, 


SZ, 
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ZM, 
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MD, 


RU, 


TJ, 
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BG, 


CH, 


CY, 
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FR, 
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HU, 
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IT, 
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NL, 


PT, 


RO, 


SE, 
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TR, 
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GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, TD, 


SK 
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B6 




20070301 




SK 2002- 


■1595 






20021108 


AU 


20033018 


61 




Al 




20040607 




AU 2003- 


■3018 


61 




20031104 


EP 


1558575 






Al 




20050803 




EP 2003- 


■810732 




20031104 




R: AT, 


BE, 


CH, 


DE, 


DK, 
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GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


HU, 


SK 


US 


20060167077 




Al 




20060727 




US 2005- 


■5338 


09 
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AB A new thermodynamically stable modification of 1- (4-carbazolyloxy) -3- [2- (2- 
methoxyphenoxy ) ethylamino] -2-propanol (carvedilol) , pharmacol . 
acceptable salts, or optically active forms thereof, 
processes for the preparation, and pharmaceutical compns. 
containing it is disclosed. Thus, 300 g crude carvedilol, 15 g 
CXA-coal and 2800 methanol was heated for 15 min under reflux, then the 
hot solution was filtered, washed with 300 mL hot methanol and heated under 
reflux again. Subsequently the solution was cooled down to 0° and the 
product was isolated, washed with methanol and dried to obtain 203-255 g 
of pure form I. Form II can be obtained by addnl. recrystn. process in 
isopropanol . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention provides a process for preparation of 

1- [9H-carbazol-4-yloxy] -3- [ [2- ( 2-methoxyphenoxy ) ethyl] amino] -propan-2-ol 
(I) in racemic form or in the form of optically active R or S enantiomer 
or its pharmaceutically acceptable salt, comprising, reacting 
4- (oxiranylmethoxy ) -9H-carbazole (II) or the R or S enantiomer thereof 
with a compound of formula (III) (wherein Rl = benzyl or substituted 
benzyl), in an aprotic organic solvent in presence of a catalyst to obtain 
compound of formula (IV) (wherein Rl is as defined above), or the R or S 
enantiomer thereof. The resultant compound IV is subjected to debenzylati 
reaction by catalytic hydrogenation to obtain the compound I, if desired 
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converting the resultant compound I to a pharmaceutically acceptable salt 
thereof. Thus, to 400 mL EtOAc, 70 g (0.27 mol) anhydrous 

N- [2- [2- (methoxy) phenoxy] ethyl] benzylamine, 10.25 g (0.075 mol) anhydrous 
ZnC12, and 50 g (0.21 mol) 4- (oxiranylmethoxy) -9H-carbazole were added and 
the reaction mixture was heated to 70-75° for 3 h (TLC control for 
checking conversion to N-benzylcarvedilol ) , cooled to ambient temperature, 
quenched into 100 mL 12-15% aqueous NH3 . The aqueous layer was separated. 



and 
and 



product enriched organic layer was washed with water till neutral Ph, treated 
with charcoal, and filtered. To this solution of N-benzyl carvedilol 
in EtOAc, 7 g wet 5% Pd/C catalyst (50% moisture content) was added and 
the reaction mixture was hydrogenated at 3.5-4.5 Kg/cm2 at temperature 
60-70° for a period of about 10 h and filtered. The filtrate was 
concentrated to remove EtOAc. To the resultant syrupy mass n-butanol (100 mL) 
was added and the solution was stirred for .apprx.lO h. The crystals were 
separated by filtration, washed successively with n-butanol (50 mL) and 
toluene (50 mL) to obtain carvedilol (47 g) which was recrystd. 
from 3 vols. EtOAc to obtain carvedilol (42 g) . 
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WO 2004-IN104 W 20040416 

OTHER SOURCE(S): CASREACT 141:395415 

AB The present invention provides a cost-effective, industrially feasible 

process for the manufacture of crystalline carvedilol form-II using novel 
carvedilol salts comprising a step of reacting 

4- ( 2 , 3-epoxypropoxy ) carbazole with 2- ( 2-methoxyphenoxy ) ethylamine followed 
by acidification with mineral acid in presence of an organic solvent to yield 
acid addition salts, (e.g. carvedilol oxalate), treatment of the 
said salts with base(s) in presence of organic solvent (s), water, and 
isolation from the organic solvent (s) followed by crystallization from Et 
acetate. 
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AB Carvedilol (I) was prepared by reaction of 4-hydroxycarbazole with 

epichlorohydrin in an organic solvent in the presence of base, isolation of 

the intermediate 4- ( 2 , 3-epoxypropoxy ) carbazole as a solid cake and 

reaction of this with 2- ( 2-methoxyphenoxy ) ethylamine in an organic solvent. 

The crude I is converted to pure product either through solvent crystallization 

(without salt formation) or through salt formation followed by salt 

cleavage and solvent crystallization 
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OTHER SOURCE(S): CASREACT 141:395415 

AB The present invention provides a cost-effective, industrially feasible 

process for the manufacture of crystalline carvedilol form-II using novel 
carvedilol salts comprising a step of reacting 

4- ( 2 , 3-epoxypropoxy ) carbazole with 2- (2-methoxyphenoxy) ethylamine followed 
by acidification with mineral acid in presence of an organic solvent to yie. 
acid addition salts, (e.g. carvedilol oxalate), treatment of the 
said salts with base(s) in presence of organic solvent (s), water, and 
isolation from the organic solvent (s) followed by crystallization from Et 
acetate . 
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carvedilol phosphate) of formula (II) with high yields and purity 
is disclosed. More particularly, the invention discloses a 
process of preparation of crystalline phosphate salts of 
carvedilol using various phosphonation reagents such as 
phosphorous pentoxide, polyphosphoric acid, Dipotassium hydrogen 
phosphate. Ammonium Dihydrogen ortho phosphate, and Sodium Dihydrogen 
ortho phosphate in solvents selected from Acetonitrile, acetone and THF 
The solvents used to prepare solvates of carvedilol dihydrogen 
phosphate are methanol, ethanol and iso-Pr ale. 
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processes for their preparation are also disclosed. 
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AB A novel cost effective process for the synthesis of phosphate salts of 

1- (9H-carbazol-4yloxy) -3- [ [2- ( 2-methoxyphenoxy ) ethyl] amino] -propan-2-ol, ( 
carvedilol phosphate) of formula (II) with high yields and purity 
is disclosed. More particularly, the invention discloses a 
process of preparation of crystalline phosphate salts of 
carvedilol using various phosphonation reagents such as 
phosphorous pentoxide, polyphosphoric acid, Dipotassium hydrogen 
phosphate. Ammonium Dihydrogen ortho phosphate, and Sodium Dihydrogen 
ortho phosphate in solvents selected from Acetonitrile, acetone and THF. 
The solvents used to prepare solvates of carvedilol dihydrogen 
phosphate are methanol, ethanol and iso-Pr ale. 
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AB This invention relates to a novel crystalline form of 
carvedilol, to processes for its preparation, to 

compns. containing it and to its use in medicine. This invention further 
relates to a novel process for preparing crystalline carvedilol 

Thus, carvedilol 50 g and Et acetate 500 mL were put into 
clean flask, the slurry was heated to temperature higher than 70 °C to 
get full dissoln. The solution was cooled to about 0-5°C. At temperature 
of about 5-10° spontaneous precipitation occurred. The solid substance was 
filtered and washed by Et acetate. 
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This invention relates to a novel crystalline solid of carvedilol or 
a solvate thereof, to processes for its preparation, to 

compns. containing it and to its use in medicine. This invention further 
relates to a novel process for preparing a crystalline solid of carvedilol 
form II. 
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AB The present invention is related to pseudopolymorphic forms of 

1- ( 4-carbazolyloxy ) -3 [2- ( 2-methoxyphenoxy ) ethylamino] -2-propanol ( 
carvedilol) or its optically active forms or pharmaceutically 
acceptable salts, processes for their preparation, and 

pharmaceutical compns. containing them for the treatment or prophylaxis of 
cardiac diseases. 
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AB A process for the preparation heterocyclic indene analogs, 

especially with the preparation of 4-hydroxycarbazole or N-protected 
4-hydroxycarbazole, involves cyclocarbonylation followed by saponification 

This 

process avoids high temps, and high catalyst loadings. 
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AB Pharmaceutical prepns. for the treatment of cardiac and cardiovascular 
disorders such as hypertension, angina pectoris, cardiac insufficiency, 
and illnesses associated therewith contain carvedilol, a 
p-blocker with addnl. al-blocking activity, or a salt thereof 
and hydrochlorothiazide, a diuretic, or a salt thereof as a fixed 
combination of active substances, as well as usual additives. The process 
for production of the combination preparation permits the 2 active substance 
granulates to be pressed to a stable tablet in 1 operation, as follows: 
granulates of the 2 agents, each having a moisture content of 6-20% and a 
bulk d. of 0.1-1.5 g/mL, and the granulate moisture content and bulk d. of 
the 2 granulates differing from one another by <30%. are combined 
to a press mass which is compressed to a solid dosage form, preferably a 
tablet. Since carvedilol is light sensitive, the dosage form is 
coated with a light-protecting film. At disintegrant contents >5%, the 
coating is applied at an initial spray rate sufficiently low to permit 
formation of a film on the tablet surface under conditions of air supply 
and temperature which remove the water of the film suspension as rapidly as 
possible from the tablet surface; after this critical phase of film formation 
is complete, the spray rate is increased to that conventional for 
film-coating. Thus, tablets were prepared containing carvedilol 
25.000, hydrochlorothiazide 12.500, sucrose 25.000, lactose-H20 28.060, 
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PVP 1.780, crosslinked PVP 20.170, microcryst. cellulose 10.000, highly 
dispersed Si02 5.320, and Mg stearate 2.170 mg, and coated with a mixture of 
Et acrylate/Me acrylate copolymer 2.248, Na citrate 0.308, 
hydroxypropylmethylcellulose 1.018, Macrogol 0.644, talc 1.624, Ti02 
0.950, indigo carmine color lacquer 0.170, polysorbate 80 0.034, and 
dimethicone 0.004 mg . 
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AB The present invention relates to a new thermodYnamically stable 
modification of Carvedilol, Pharmacol, acceptable salts, or 
optically active forms thereof, processes for the prepn 
., and pharmaceutical compns. containing it. Crude carvedilol is 
heated with MeOH and CXA-coal to give forms I and II and these are 
recrystd. in isopropanol to give pure form I. 
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